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Upsher-Smith Laboratories, Inc.
Attention: Mark B. Halvorsen
14905 23rd Avenue North
Minneapolis, MN - 55447-4709

IIIIIIIIIIIIIIIIIIII”Illlllll”lll'"lll'llllllllll

Dear Sir:

This is in reference to your abbreviated new drug application
dated May 19, 1997, submitted pursuant to Section 505(j) of the
Federal Food, Drug, and Cosmetic Act, for Pacerone™ (Amiodarone
Hydrochloride Tablets), 200 mg.

Reference is also made to your amendments dated December 31,
1997; and January 30, March 30, and April 24, 1998.

We have completed the review of this abbreviated application and
have concluded that the drug is safe and effective for use as
recommended in the submitted labeling. Accordingly, the
application is approved. The Division of Bioequivalence has
determined your Amiodarone Hydrochloride Tablets, 200 mg to be
biocequivalent and, therefore, therapeutically equivalent to the
listed drug (Cordarone® Tablets, 200 mg of Wyeth Ayerst
Laboratories Inc.). Your dissolution testing should be
incorporated into the stability and quality control program using
the same method proposed in your application.

Under 21 CFR 314.70, certain changes in the conditions described
in this abbreviated application require an approved supplemental
application before the change may be made.

Post-marketing reporting requirements for this abbreviated
application are set forth in 21 CFR 314.80-81. The Office of
Generic Drugs should be advised of any change in the marketing-
status of this drug.

A

We request that you submit, in duplicate, any proposed
advertising or promotional copy which you intend to use in your
initial advertising or promotional campaigns. Please submit all
proposed materials in d;dft or mock-up form, not final print.
Submit both copies together with a copy of the proposed or final
printed labeling to the Division of_ Drug Marketing, Advertising,
and Communications (HFD-040). Please do not use Form FD-2253
(Transmittal of Advertisements and Promotional Labeling for Drugs
for Human Use) for this initial submission.
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We call your attention to 21 CFR 314.81(b) (3) which requires that
materials for any subsequent advertising or promotional campaign
be submitted to our Division of Drug Marketing, Advertising, and
Communications (HFD-040) with a completed Form FD-2253 at the
time of their initial use.

Validation of the requlatory methods has not been completed. It
is the policy of the Office not to withhold approval until the
validation is complete. We acknowledge your commitment to
satisfactorily resolve any deficiencies which may be identified.

Sincerely yours,

Roger L. Williams, M.D.

Deputy Center Director for
Pharmaceutical Science

Center for Drug Evaluation and Research
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Pacerone™ (Amiodarone HCI) Tablets, 200 mg

Bottle Label for 500 Tablets

.NDC 0245-0147-15
500 Tablets

PACERONE™

2 GL-2%10-S%20 €

(Amiodarone HCI)
200 mg

UPSHER-SMITH

Each tablet contains: Amiodarone HCI 200 mg
Usual adult dosage: See package insert for full

Store at room temperature, approximately 25°C (77°F).
Keep tightly closed. Protect from light and moisture.
Dispensa in a tight, light-resistant container with a child-
resistant closure.

Keep out of reach of children.
CAUTION: Federal law prohibits dispensing without

prescription.
SEALED FOR YOUR PROTECTION.

Manufactured by i
UPSHER-SMITH LABORATORIES, INC. -~
Minneapolis, MN 55447 [ —
Certain manutacturing operations have been performed ~
by other firms.

Rev. 1297 42-14715

SAMPLB

Lot/Exp.




Pacerone™ (Amiodarone HCI) Tablets, 200 mg

Bottle Label for 60 Tablets

(Amnodarone HCI)
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UPSHER‘S""“ 3 0245 01lo7 60

UPSHER-SMITH
LABORATORIES, INC.

CAUTION: Federal taw prohibits
ispensing without prescription.
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NOTE: Blister text, including the specific lot number and expiration date are printed on the paper-backed

Pacerone™ (Amiodarone HCI) Tablets, 200 mg
Unit Dose Card for 10 Tablets (Bhster Text)

foil during the unit-dose packaging operation.

245-147
PACERONE ™
{Amiodarane HCH
200mg Tablet

Rev. 0197
Lot
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PACERONE ™
(Amiodarone HCI)
200mg Tabiet
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Lot
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PACERONE ™
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Lot
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200mg Tablet
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Lot
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200mg Tablet
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Upsher-Smith
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{Amiodarone HC!)
200mg Tablet
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Store at room temperature, approximately ' ‘
25°C (77°F). " red by
Protect from light and moisture. This carton anufactu
may be used to help protect contents from light. “ UPSHER-SMITH
WMM, o Mmoe- T;zumm | LABORATORIES, INC.
is , o N U M i
is not for household use. i dispensed for i MN 55447
i outpatient use, a child-resistant container ! Certain manutachuring operations .
- should be utilized. | have been performed by other firms. i
’ ' Rev. 1297 48-14701
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Keep out of reach of chiidren.
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PACERONE™
Aot containe: (Amiodarone HCI)
Usual adult dosage: See package insert
for full prescribing information.
gAU‘nON: Federal law prohibits 2 00 mg
dispensing without prescription.
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PACERONE™ o030 / -
(Amiodarone HCI)
Tablets, 200 mg
47001297
PACERONE™
(Amiodarone HCI)
Tablets, 200mg
Description arrhythmias when these have not responded to documented adequate doses of other avaitable

Pacerone™ (Amiodarone HCI) is a member of a new class of antiarhythmic drugs with pre-
dominantly Class il (Vaughan Wiliams' classification) effects, available for oral administration
as pink, scored tablets containing 200 myg of amiodarone hydrochloride. The inactive ingredi-
ents present are lactose monohydrate, magnesium stearate, povidone, pregetatinized com
starch, sodium starch glycolate, stearic acid, FD&C Red 40 and FD&C Yellow 6.

Amiodarone hydrochioride, the active ingredient in Pacerone™, is a benzofuran derivative: 2-
butyt-3-benzofurary! 4-{2-{diethyiamino)-ethaxy}-3,5-diiodopheny! ketone, hydrochloride. 1t
is not chemiczlly related 10 any other available antiarrhythmic drug.

The structural formula is as fokows:
m(m 0
9 —Q OCH,CHN(CoHs),*HCI
0 ]
CHab:NO, « HCI Molecular Weight: 681.8

Amiodarone HCI is a white to cream-colored crystalline powder. It is slightty soluble in
water, soluble in alcohol, and treety soluble in chioroform. it contains 37.3% iodine by weight.
Clinical Pharmacol

ELECTROPHYSIOLOGY/MECHANISMS OF ACTION

antiarrhythmics or when altemative agents could not be tolerated.

1. Recurrent ventricular fibriltation.

2. Recurrent hemodynamically unstable ventricular tachycardia.

As is the case for other antiarhythmic agents, there is no evidence from controlled trials that
the use of amiodarone HC! tavorably aftects survival.

Pacerone™ (Amiodarone HCI) should be used only by physicians famikiar with and with
aceess to (directly or through referral) the use of all available modalities for treating recurrent
lite-threatening ventricular arrhythmias, and who have access 10 appropriate monitoring facili-

ties, including in-hospital and Y conti g monitoring and
electrophysiologic techniques.
Because of the kfe ing nature of the arhythmias treated, potential interactions with

prior therapy, and potential exacerbation of the arrhythmia, initiation of therapy with
Pacerone™ should be carmied out in the hospital.

Contraindications

Pacerone™ is contraindicated in severe sinus-node dysfunction, causing marked sinus brady-
cardia; second- and third-Gegree atrioventricular block; and when episodes of bradycardia
have caused syncope {except when used in conjunction with a pacemaker),

Pacerone™ is contraindicated in patients with a known hypersensitivity to the drug.

Warnings

In animats, amiodarone HC) is effective in the ion or suppression of exp y
induced arrhythmias. The antiahythmic effect of amiodarone may be due 10 at least two
major properties: 1) a prolengation of the myocardial celi-action potential duration and refrac-
tory period and 2) noncompetitive alpha- and beta-adrenergic inhibition.

Amiodzrone prolongs the duration of the action potertial of all cardiac fibers while causing mini-
mal reduction of dVi/dt (maximal upstroke velocity of the action potential). The refractory pesiod
is prolonged in 2 cardiac tissues. Amiodarone increases the cardiac refractory period without
infiuencing resting membrane potential, except in automatic celts where the siope of the prepo-
tential is reduced, generally reducing automaticity. These iologic effects are reflected
in a decreased sinus rate of 15 to 20%, increased PR and QT imiervals of about 10%, the devel-
opment of U-waves, and changes in T-wave contowr. These changes should not require discon-
tinuation of Pacerone™ as they are evidence of its pharmacological action, aithough amiodarone
can cause marked sinus bradycardia or sinus armest and heart block. On rare occasions, 0T
prolongation has been associated with worsening of arrhythmia (see “Warnings™).
HEMODYNAMICS

In animal studies and after intravenous administration in man, amiodarone relaxes vascular
smoath muscle, reduces peripheral vascular resistance (afterioad), and slightly increases
cardiac index. After ofal dosing, however, amiodarone produces no significant change in
left ventricular ejection fraction (LVEF), even in patients with depressed LVEF. After acute
intravenous dosing in man, amiodarone may have a mild negative inotropic effect.
PHARMACOKINETICS

Following oral administration in man, amiodarone is slowly and variably absorbed. The
bioavailability of amiodarone is approximately 50%, but has varied between 35 and 65% in var-
ious studies. Maximum plasma concentrations are attained 3 to 7 hours after a single dose.
Despite this, the onset of action may occur in 2 to 3 days, but more commonly takes 1 to 3
weeks, even with loading doses. Plasma concentrations with chronic dosing at 100 to 500
mg/day are approximately dose proportional, with a mean 0.5 mg/L increase for each 100
mg/day. These means, however, include considerable individual variability.
Amioamnehasavuyhmenmvar’ublevwmmmmimmmgmqmmmmq.
because of extensive accumulation in various sites, especially adipose tissug and highly per-
fused organs, such as the liver, lung, and spleen. One major metabolite of amiodarane,
desethylamiodarone, has been identified in man; i accumutates to an even greater extent in
dlmost all tissues. The pharmacological activity of this metaboiite, however, is fiot known.
During chronic ireatment, the plasma ratio of metabolite 10 parent compound S approximately one.
The main route of elimination is via hepatic into bite, and some enterohepatic
fecirculation may occur. However, its kinetics in patients with hepatic insufficiency have not
been elucidated. Amiodarone has a very low plasma clearance with negligible renal excre-
tion, so that it does not appear necessary to modify the dose in patients with renat failure.
In patients with renal impairment, the ptasma concentration of amiodarone is not elevated.
Neither ami nor its bolite is dialy

In patients, following discontinuation of chronic oral therapy, amiodarone has been shown
to have a biphasic elimination with an initial one-half reduction of plasma levels after 2.5 to
10 days. A much slower terminal plasma-elimination phase shows a halt-lite of the parent
compound ranging from 26 to 107 days, with a mean of approximately 53 days and most
patients in the 40- to 55-day range. In the absence of a loading-dose period, steady-state
plasma concentrations, at constant orat dosing, would therefore be reached between 130
and 535 days, with an average of 265 days. For the metabotite, the mean plasma-elimina-
tion haif-life was approximatety 61 days. These data probably reflect an initial elimination
of drug from well-perfused tissue (the 2.5- to 10-day haif-iife phase), followed by 2 terminal
pha:e Tepresenting extremely slow elimination from poorly perfused tissue compartments
such as fat.

The considerable intersubject variation in both phases of elimination, as well as uncertainty
aslommmmpanmmsumwtoderreqwmemmlummwusmnses
once arrhythmia control is achieved with loading doses because the cotrect maintenance
dose is determined, in part, by the ekmination rates. Daiy maintenance doses of Pacerone™
should be based on individual patient requirements (see “Desage and Adsinistration”).
Amiodarone and fts metabolite have a limited transplacental transfer ot approximately 10 to
50%. The parent drug and its metabolite have been Getected in breast mik.

Amiodarone is highly protein-bound (approximatefy 96%).

Although electrophysiologic effects, such as prolongation of OTc, can be seen within hours
aftera p dose of amiod. , effects on ab rhythms are not seen before 2
to 3 days and usually require 1 to 3 weeks, even when a loading dose is used. There may
be a continued increase in effect for longer periods still. There is evidence that the time to
effect is shorter when 3 loading-dose regimen is used. -
Consistent with the stow rate of elimination, antiarrhythmic effects persist for weeks or
months after Pacerone™ is discontinued, but the time of recurrence is variabe and unpre-
dictable. In general, when the drug is resumed after recurrence of the arrhythmia, control
is established relatively rapidly compared to the initial response, presumably because tissue
stores were not whally depleted at the time of recurrence.

PHARMACODYNAMICS

There is no well-established relationship of plasma concentration to effectiveness, but it
does appear that concentrations much below 1 mg/L are often ineffective and that levels
above 2.5 mg/L are generally not needed. Within individuals, dose reductions and ensuing
decreased plasma concentrations can result in loss of arrhythmia control. Plasma-concen-
tration measurements can be used to identify patients whose levels are unysually iow, and
whomigmbenel‘nfromadoseimrease.otunusua"yhigh,mdwhom&ohthavedosaoe
reduction in the hope of minimizing side effects. Some observations have suggested a
plasma concentration, dose, or dose/duration relationship for side effects such as pui-
monary fibrosis, liver-enzyme elevations, comeat deposits and facial pigmentation, periph-
eral neuropathy, gastrointestinal and central nervous system effects.

Pacerone™ is intonded for use only in patients with the indicated life-threatening
arrhythmias because its ase is accompanied by substantial toxicity.

Amiodarose has several petestially fatal toxicities, the most importan of which is pul-
monary toxicity (hyperseasitivity pnewmonitis or interstitial/alveolar pneumonitis) that
has resalted in clinically maaitest disease at rates as high as 10 1o 17% in some
series of patiests with ventricular arrythmias given doses around 400 mg/day, and as
abnormal ditiwsion capacity without symploms in a much higher percentage of
patients. Pulmenary toxicity has been fatal about 10% of the time. Liver injury is
commen with amiedarome, but is usually mild and evidenced only by abnormal fiver
enzymes. Overt liver disease can occur, however, and has been fatal in a few cases.
Like other antiammiythmics, amiodarone can exacerbate the arrhythmia, e.g., by mak-
ing the arrhythmia less well tolerated or more difficult 1o reverse. This has occurred in
210 5% of patients in various series, and significant heart block or sinus bradycardia
has been seen in 2 to 5%. All of these events shouid be manageabie in the proper
clinical setting in most cases. Although the frequency of such proarrhythmic events
does not appear greater with amiodarone than with many other agents ssed in this
popuiation, the affects are prolonged when they occur.

Even in patients at high risk of arrhythmic death, in whom the toxicity of amiodarone is
an acceptable risk, Pacerone™ poses major management problems thal could be fite-
threatening ia a poputation at risk of sudden death, so hat every effort shoald be made
to wtilize alternative agests first.

The difficaity of using Pacerone™ etfectively and sately itsell poses a signiticant risk
ts patiests. Patients with the indicated arrhythinias must be hospitalized while the
loading dote of Pacerene™ is iven, and a resporse generally requires at ieast one
week, esaally two or more. Because absorption and elimination are variable, mainte-
nance-dose selection is difticult, and it is not unusual to require dosage decrease or
discontinuation of treatment. In a retrospective survey of 192 patients with ventricular
tachyarrhythmias, 84 required dose reduction and 18 required a1 least temporary dis-
continuation because of adverse effects, and several series have reported 15 to 20%
overall frequencies of discontinuation due to adverse reactions. The time at which a
previausty controlled life-threatening arrhythmia will recur after discontinuation or
dose adjustment is unpredictable, ranging from weeks to months. The patient is obvi-
ously 3t great risk during this time and may need prolonged hospitalization. Attempts
to substitute other antiamhythmic agents when Pacerone™ must be stopped wil! be
made difficult by the gradually, but unpredictably, changing amiodarone body burden.
A similar prablem exists when amiodarone s not effective; it still poses the risk of an

interaction with whatever sub: treatment is tried.

MORTALITY

In the National Heart, Lung and Blood Institute’s Cardiac Arrhythmia Suppression Trial
(CAST), a long-term, multi-centered, randomized, double-blind study in patients with
asymplomatic non-life-threalening ventricular arrythmias who had had myocardial
infarctions more than six days but less than two years previously, an excessive mortality
or mon-fatat cardiac arrest rate was seen in patients ireated with encainide or fiecainide
(56/730) compared with that seen in patients assigned to matched placebo-treated
growps (22/725). The average duration of treaiment with encainide or flecsinide in this
study was ten months. -

The applicability of these results ta othes populations (e.9., those withowt recent
myscardiail infarctions) or lo amiodaronc-treated patients is uncertain. While definitive
controtied trials with amiotarese are in prog posied analysis of smalt -
sindies in patients with siroctaral heart disease (incleding post-myocardial isfarction)
have net shown excess mertality in the amiodarone-traated pogulation.

PULMONARY TOXICITY

Amiodarone may cause a clncal syndrome of cough and progressive dyspea accompanied
by functonal, radiographic. galkum-scan, and pathologica! data consistent with puimonary tox-
uy.mheawxyolmmtshunhonhmpwsrmmms.bmisashighas
1010 17% n some reports. Theretore. when Pacerone™ therapy s initiated, a baseline chest
X-ray and puimonary-tunction tests. including diffusion capactty, shouid be performed. The
patient shouid retumn for & hestory, physical exam, and chest X-ray every 3 to 6 months.
ﬁmmwmmmmmlomm@o!mwlmww
toxicity. however, these patients have a poorer prognosis if puimonary toxicity does develop.
Puimonary toxicity secondary to amiodarone seems to result from either indirect or direct toxicity
as represented by hypersenstivity itrs of ihai /aiveol , respectively.
Hypersensitivity pneumonitis usually appears eartier in the course of therapy, and rechalienging
these patients with Pacerone™ results in a more rapi recurrence of greater severity.
Bronchoalveotar Lavage is the procedure of choice to corfirm this diagnosis, which can be
made when a T supp Y ic (CD8-positive) tymphacytosis is noted. Steroid therapy
should be instituted and Pacerone™ therapy discontinued in these patients.

Interstitial/alveolar preumonitis may result from the release of oxygen radicals and/or phos-
pholipidosis and is characterized by findings of diffuse alveolar damage, interstitial pneumonitis
o fibrosis in lung biopsy specimens. Phospholipidosis (foamy cells, foamy macrophages),
due to inhibition of phaspholipase, will be present in most cases of amiodarane-induced pul-
monary toxicity; however. these changes aiso are present in approximately 50% of all patients
on amiodarone therapy. These celts shouk! be used as markers of therapy, but not as evidence

of toxicity. A di of induced interstitiai/alveol itis should lead, at

a min to dose red or, p y. 10 with of the Pacerone™ to establish

reversibility, especially ff other rrhy es are available. Where these
have been insti a ‘ of ind

n y
tocty was usually noted'wvmm the lirst week . and a clinical improvement was greatest in the




concentrations, al constant oral dosing, woulid teretore e fealey Leacs, =
and 535 days, with an average of 265 days. For the metabolite, the mean plaxsma-elmina-
tion halt-iife was approximately 61 days. mesed:tapmbablyw-liﬂm
mammmmmzsmmmmmxmmm
mmmnmmimiMonmmmmmm
such as fat.
mmmmvammmmmm,suaw
aslowfatwumﬂ&umuhodmoeﬂw.muimmﬁwmmm
mannymmwmsmmmmnmmmummmmm
dase is determined, in part, by the efimination rates. Daily maintenance doses of Pacerone
should be based on individual patient requirements (see'l)maulM')A
Amiodamnem'nsmetabolitehavealimneduansplacentalmslwoiappmximately10to
50%. The parent drug and its metabolite have been detected in breast milk.
Amiodarone is highly protein-bound (approximately 96%).
Although eleﬁmphysiologiceﬁecﬁ.suchaspmlonaaﬁonommnnbeseenwithin hours
after a parenteral dose of amiodarone, etiects on abnormal thythms are not seen before 2
madaysandlsuauymuirenosm.mmnoadinqdoseisused. There may
be 2 continued increase in effect for longer pesiods still. There is evidence that the time to
effect is shorter when a loading-gose regimen i used.
mmmmmwmmam,mmmtmwwwmor
mmmmﬂsw.wnmummswmmmm
dictable. mm,mmmsmmmanmn.wmu
smmmmmuwm,wmm
stores were nat wholly depleted at the time of recurrence.
PHARMACODYNAMICS
kammlmﬁkmmedmmﬂﬂmmemss.bmﬂ
m;ppearﬂnlwmmﬁmmudnbdoﬂmﬂmoﬁeniwﬁmmmm
above 2.5 mg/L are generakly not needed. Within individuals, dose reductions and ensuing
oecreasedplasn\aeoneevnmﬁonsmnmunhmuiarmythmia control. Plasma-concen-
uaﬁonmeasummmsmnbeusedmidenmypaﬁemsmmmunusuallym.am
whomiombmeﬁmomadoseiwuase,mmﬂyhign,ammmmmoosage

groups (22/725). The average duration o! reauaent WHA eacailiage of licCallilte ik
study was ten months.

The applicahility of these results to ather popeistions (¢.1., these without recent
mryocardial infarctions) or io sidodarone-treated patiests is uncertain. While definitive
controlled Irials with amiodarone are in pregress, peoled analysis of small controlied
studies in pationts with structursi heart disease (inciuding post-myocardial Intarction)

ave not shown excess mortatily in the population.

PULMONARY TOXICITY

Amiodarone may cause a clinical sy of cough and progressive dyspnea accompanied
wm,mmmwm,m, jogical data i with y tox-

iuity,mefreqwnqoimtﬂmmznommmpublisnedmm,mrisasmhas
1010 17% in some reports. Therefore, when Pacerone™ therapy is initiated, a baseline chest
X-fay and p y-function tests, i ding diffusion capacity, should be performed. The
patient shoukd retum for a history, physical exam, and chest X-ray every 3 10 6 montts.
Preexisting puimonary disease does not appear to increase the risk of developing pulmonary

. toxicity; however, these patients have a poorer prognosis if pulmonary toxicity does develop.

Pulmonary toxicity secondary to amiodarone seems to result from either indirect or direct toxicity
as represented by typersensitivity p itis of interstitial/aiveol nitis, jvely
Hypersensitivity preumonttis usually appears eartier in the course of therapy. and rechallenging
these patients with Pacerone™ results in a more rapic recurrence of greater severity.

iveolar tavage is the p of choice to confirm this diagnosts, which can be
made when a T suppressor/cytotoxic (CD8-positive) lymphocytosis is poted. Steroid therapy
should be instituted and Pznerom"‘merapydisconmwdinmesepatiems.
Interstitial/aiveolar preumonitis may resutt from the release of oxygen radicats and/or phos-
pholipidosis and is characterized by findings of diffuse aiveolar damage, interstitial pneumonitis
of fibrosis in lung biopsy specimens. Phospholipidosis (foamy cells, foamy macrophages).
due to inhibition of phospholipase, will be present in most cases of amiodarone-induced pul-
monary toxicity: however, these changes also are present in approximatety 50% of all patients
on amiodarone therapy. These cefls should be used as markers of therapy. but not as evidence
of taxicity. A diagnosis of amiodarone-induced interstitial/alveolar preumonitis should lead, at

mmmmmwoimmmsmm.mommﬁmmwa a miamum, 1o o, preferably, to } of the Pacerone™ to establish
Mmmn.m.ormaummw!ormmmasw reversibiity, especial ﬂqmer‘ e antiarrhy ies are available. Where these
mwﬁoms,lwmm,wmmw;. nation, periph- asures have been ed, 4 red in symptoms of am induced p ary
eral neuropathy, gastrointestinal and central nervous system effects. toxicity was usually noted within the first week . and a clinical improvement was greatest in the
MONITORING EFFECTIVENESS first two to three weeks. Chest X-ray changes usually resoive within two to four months.
Predicting the efectiveness of any antiamythmic agent i long-erm prevention of recurrent AcCOrGg 10 SOme experts, Sterids may prove benefcal. . ‘
ventricular tachycardia and ventricular fibriliaion &S difficult and controversial, with highly Prednisone in doses of 40 to 60 mg/day or equivalent doses of other steroids have been given
qualified investigators recommending use of ambukztory monitoring, programmed electrical and tapered over the course of several weeks depending upon the condition of the patient. In

stimuhﬁonMwasstimuhﬁoanuledm,wmm,
Thereismpresuﬂmnsmusmmwasoﬂsoﬂhowb&mmm'm
there is 3 reasonable consensus of some aspects:
1.nammamwmmmmmmammmuumw
mmmudmmmmmﬂnmmmmmmmme
eﬂe&mﬂmimmmmmumwm.wermwmm&
grammed electrical stimutation (PES).
2.wmwmmsmmmmmmmmme-mo
aMmhsmmnwudysmm.MMNemtowﬂderPESormr
provocation in such patients. n the fraction of patients whose PES-inducibie antiythmia can
bemademnhdudblebyamiodam(ahawmmmvammwmvaﬁmsseﬂeshm
mm1wtomm.ummmdMMWM).memmsm
beenalmostunﬂomﬂexmuem.memwnm(wmmmhymmwsudden
death) rates. Moreoommversialisﬁnenmﬁnoloominuedmwmm There has been an
impression that continued inducibility in amiodarone patients may not foretell a poor progno-
sisbui,inm,mnyobwvefshzvefwmgraawmwnememesmpawmwhommin
inducible than in those who do not. A number of criteria have been proposed, however, for
mngwkmmmmmmmmmmmmowwm
Pacerane™. These criteria include mcreased difficulty of induction (more stimuli or more
raoidstirnuli),vmiehmsmnmpoﬂedmplewamerrateoimcunu\ee.andabﬂilytolol-
emtemmwwmmmhywdhmnmsymmamdngmmbeen
mpomdtownemewmwwwmmmmwmm‘ While these cri-
teria require confirmation and further study in general, easier inducibility or poorer

some cases rechatienge with amiodarone at a fower dose has not resulted in return of toxicity.
Recent reports suggest that the use of lower \ading and maintenance doses of amiodarone
are iated with 2 d inch ot amy induced p y toxicity.

In a patient receiving Pacerone™, any new respiratory symptoms should suggest the possibility
of pulmonary toxicity, and the history, physical exam, chest X-ray, and pulmonary-function
tests (with diffusion capacity) should be repeated and evaluated. A 15% decrease in diffusion
capacity has a high sensitivity but only a moderate specificity for pulmonary toxicity; as the
decrease in diffusion capacity app 30%, the sensitivi but the specific
increases. A gaiium scan aiso may be performed as part of the diagnostic workup

Fatalities, secondary to pulmonary toxicity, have occured in approximately 10% of cases.
However, in patients with life-threatening arythmias, discontinuation of Pacerone™ therapy
due to suspected drug-induced p y toxicity should be undertaken with caution, as the
most cormmon cause of death in these patients is sudden cardiac death. Therefore, every effort
should be made to fule out other causes of respiratory impairment (... congestive heart tail-
ure with Swan-Ganz catheterization if necessary, respiratory infection, pul Y i
malignancy, eic.) betore discontinuing Pacerone™ in these patients. In addition, bronchoatveo-
lar lavage, trans-bronchial lung biopsy and/or open lung biopsy may be necessary to confirm
the diagnosis, especialty in those cases where 1o acceptable altemative therapy is available.

If a diagnosis of ami induced hyp itivity p is is made, Pacerone™ should
be discontinved, and treatment with steroids should be instituted. 1f a diagnosis of amio-
darone-induced interstitial/alveoiar preumonitis is made, steroid therapy should be instituted
and, preferabty. Pacerone™ discontinued or. at 2 minimum, reduced in dosage. Some cases of

oimeinduwdaHWmiashouldsuoo&ws‘denﬁonoianeedmmnmm.
Several predictors of success not based on PES have also been suggested, including com-
plete elimination of al nonsustained ventricuiar tachycardia on ambuiatory monitoring and
very low premature ventricutar-beat rates (less than 1 VPR/1,000 nommal beats).
Whilemesemuﬁmmmmm,smmm,wpmrm
Pacerone™ should have access to (direct or through referral), and famikiarity with, the ful
range of evatuatory procedures used in the care of patients with life-threatening aythmias.
hisdmiwnmdescﬂbemeﬂemmmsmmw“,asmesedependmﬁupecmc
arrhythmia treated, the success criteria used, the undertying cardiac disease of the patient, the
number of drugs tried before resorting to Pacerone™, the duration of follow-up, the dose of
amiodarone HCI, the use of additional antiarrtthmic aents, and many other factors. AS
amiodarone has been studied principally in patients with refractory fife-threatening verntricular
aMmias,mMmdmgmmymlstbesebaedmmmsisdmw\semmbe
assigned arbitrarily, randomized comparisons with other agents or placebo have not been
possible. Reports of series of treated patients with a history of cardiac arrest and mean fo-
fow-up of one year or more have given mortality {due to arrhythmia) rates that were highly
variable, ranging from tess than 5% to over 30%, with most series in the range of 10 to 15%.
Overall avhythmia-recurrence rates (fatal and nonfatal) aiso were highty variable (and, as
noted above, depended on response to PES and other measures), and depend on whether
patients who do not seem to respond initiatly are included. tn most cases, considering only

a induced interstitiaVaiveolar p resgive ing a in
Pacerone™ dosage in conjunction with the administration of steroids. In some patients,
rechallenge at a fower dose has not resulted m retum of interstitia/atveolar pneumonitis; how-
ever, in some patients (perhaps because of severe alveolar damage) the pulmonary lesions
have not been reversible.

WORSENED ARRHYTHMIA

Amiodarone, like other antiarrhythmics, can cause serious exacerbation of the presenting
arrhythmia, a risk that may be enhanced by the presence of concomitant antiarrhythmics.
Exacerbation has been reported in about 2 10 5% in most series, and has included new ven-
tricular fibrillation. § icul ycardia, i f to cardioversi

and polymorphic ventricular tachycardia associated with QT prolongation (Torsade de
Poirtes). In addition. amiodarone has caused symptomatic bradycardia or sinus arrest with
suppression of escape foci in 2 to 4% of patients.

LIVER INJURY

Elevations of hepatic enzyme levels are seen frequently in patients exposed 1o amiodarone and
in most cases are asymptomatic. If the increase exceeds three times normal, or doubles in a
patient with an efevated baseline, discontinuation of Pacerone™ or dosage reduction should
be considered. In a few cases in which biopsy has been done, the histology has resembied
that of alcoholic hepatitis of cirthosis. Hepatic failure has been a rare cause of death in
patients treated with amiodarone.

PREGNANCY: PREGNANCY CATEGORY D

patientsvﬂnoseemedtorespondwellmhmbephcedonwmm e
meshavemnoedmzmommsaiesﬁhanmnlwwwdaywum;
Indications and Usage

Because of the life-threatening side etfects and the Gifficulties assOC-

substantial management
mmmmmmm(mm'm).mw"(munm)smw
: ). 1% \

has been shown to be embryotoxic (increased fetal resorption and growth retar-
gabion) in the rat when given orally at a dose of 200 mag/kg/day (18 times the maximum rec-
ommended maintenance dose). Simiar findings have been noted in one strain of mice at a
dose of 5 mg/kg/day (approximately 172 the i TeC ded maintenance dose) and
hugher. but not in a second strain nor in the rabbit at doses up 10 100 mg/kg/day {9 times the

only for the treatment of the following e

e d maintenance 0ose).




PACERONE™ <
(Amiodarone HC1) ,
Tablets, 200 mg T ,, ”,",mm’

o _ 47001297
- - ‘- PACERONE™

Neonatal hypo- or hypertyroidism LABOR AND DELIVERY ) '
anmmanuusemmmnmmadmammmmmn. Although amio- nisnotnmmvmemevmeuseofPioemne"duringlaborordeliverylnsanyormnedn_wov
museduwpfeomnwsmmmm,mmmnasmlmbermpubﬁsm delayed adverse effects. menimlstudiesmmensnavenotsnovmweﬂeadamo-
mpomquminlgoilaﬂvmﬁwmwmwmnﬂsm If Pacerone™ (Amiodarone darane on the duration of gestation or on parturition.

HCH) i used during pregrancy, or ifthe patient becomes pregnant white taking Pacerone™, NURSING MOTHERS

the patient should be apprised of the potential hazard to the fetus, mmmsmmmnmnmmwgmmmm~w;nhzummb

|nmm,mwwmumomummummwbmmmme nursing infant to a significant dose of the drug. Nursing offspring ing rats admines-
mother justifies the unknown risk 1o the fetus. tecwummarmhavebeenshownmbemmmmmmmmm_

Precaations Therelote,_when Pacemm“ﬁwmwismmd.mmstmhbemmmm

CORNEAL MICRODEPOSITS; IMPAIRMENT OF VISION finue aursing.

Cormeal mi 3 nmmwwmwmatnl)\hmne They are PEDIATRIC USE

THCrodepasis appear L .
mquwwmmmm,mmmmwmmsMasvm mmmmmmwmpwmmmmmw.
halos or biurred vision in 25 many as 10% of patients. Comeal microdeposits are reversible Adverse Reactipes

upon reduction of dose or termination of Asymptomatic microdeposits are not a Adverse reactions have been very common in virtually afl series of patients treated with
reason to reduce dose or discontinue treatment. i HC! for X ythmias with retati ly large doses of drug (400 mg/day
PHOTOSENSITIMITY mmve),mmmmmﬂoomso:anmmmmgmunmm
Ambdafomhaswuwdmm&mhmw%mm;mpmmnm 10 18%. The most serious JORS 2re Pk Y toxicity, rh of ar

beaffomabytrmmofsmﬂriummorprmm. During long-term treat- andmsenousherinjury(we'hniq').butotheragvetseeﬂectsoonsﬁtmeirnpdy-
mem.ablue—graymumo'ﬁ\emdsﬁnmym The risk may be increased in MM.MmMWMMMMMwmwMMWMGMe
jon, of ami

paﬁemsoﬂaircompbdunwmmamssiwmmm.wmbemm with . Most of the adverse effects appear to become
cumuative dose and duration of therapy, more frequent with continued treatment beyond six months, afthough rates appear to
THYROID ABNORMALITIES remain relatively constant beyond one year. The time and dose relationships of adverse
Amiodarone inhibits peripheral 100 of thyroxine (T,) to triodothyronine (T.) and may effects are under continued study. ' »

cause increased thyroxine levels, decreased T, levels, and increased levels of inactive reverse Neurologic problems are extremely common, occurring in 20 to 40% of patients and

T: (1Ty) in cinically euthyroid patients. 1t is aiso a potential source of targe amounts of inor- including malaise and fatigue, tremor and i y poor and

ganic iodine. Because of its release of inorganic iodine, or perhaps for other reasons, ;nur W:f and peripheral neuropathy; they are rarely a reason to stop therapy and may respond
darone can cause either hypothyroidism or hyperthyroidism. Thyroid function should ) to dose reductions.
mondared prior to treatment and periodically thereaier, partiularly in elderly patients, andin  Gastroimtestinal complaints, most commonly nausea, vomiting, constipation, and anorexia,
any patient with a history of thyroid nodutes, gotr, or other hyroid dysfunction. Becausse of decb in about 25% of patients but rarely require discontinuation of drug. These commonly
m% smmm‘m of 'a“";'m and ng; mq';bsdm mohistﬂiusma mdl;lde bﬁk&ﬂmﬁd Y- occur during high-dose administration (i.e., loading dose) and usually respond to dose
10 n, and abnormal thyroid-function may persist for several wes evel teduction or divided doses.
morths following Pacerone™ withdrawal, o ) ) ) Asymptomatic comeal microdeposits are present in virtually all adult patients who have
Hypothyroidism has been reported in 2 to 4% of patients in mast series, but in 8 to 10% in been on drug for more than 6 months. Some patients develop eye symptoms of halos,
gyorgeWA msmmmwmwwmwm.wwwwwm Photaphobia, and dry eyes. Vision is rarely aflected and drug discontinuation s farely needed.

‘“md. serur hypoth yrokd amiodarore-treated patier ts.'_ Dermatological adverse reactions occur in about 15% of patients, with photosensitivity
&W%ﬂm:mmmm W"sm%gim being most common (about 10%). S and ion from sun may be
b p thyroid " s“"”‘“. P ment. oy 'me"".’ helptui, and drug discontinuation is not usually necessary. Prolonged exposure to amio-
ued,andrt‘n?aybe poessary ; € it some patients. o C mmsiomlyrsunspablpe-gv_aypiomenmioq. This is slowly and occasionally
b e g s vi o detar o k. Amccomoneeon” ey eversible o desconiuation o drug but i of cusmetic mpartance only.
Arpertyrodism usually poses a grater azard o th patien than hypathyroidism because of uncommon occurrence of conoes‘ﬁov?eh'eam::aiel:e (3%) mgmmfﬁmﬁw
memibimyoiarmyﬁuniabrealmownotmnm. In fact, IF ANY NEW SIGNS OF 4 ; ' £
ERED T APLAPPEAR, THE POSSIBLITY OF HYPERTHYROIDISM SHOULD BE CONSID- 2 65001t dosage reducton but may requie  gacemaker forcontrol. CHF raely
ERED. 'iscﬁisb&' fed by ? and siges, " reqmrpsqu‘_ tinuation. Cardiac abnormalities occur infrequently and are
fied usuall by abnormaty eievaed levels of serun T, RIA, and further eevations of serum 1, "°VerSide on tisconiinuation of . 241 gatints veatd
ad 2 subnormal serum TSH leve (using a sufficienty sensiove TSH assay). The finding of 2 T following side-flect rates are based on a retrospective study of 241 patients ireated for
MTSHmmmmeMMymwmmanbeswgmmequml 210 1,515 days (mean 441.3 days).

i b . i typel

cases. Since arrhy ughs may pany amiodarone-induced hyperthy- ﬂnhlhinuueﬂmnnummpoﬂedin1llto$3%oipaﬁent::
roidism, aggressive medical treatment is mdicated, including, i possibie, dose reduction or Gastrointestinal: Nausea and vomiting.

withdrawal of Pacerone™. The institubion of antithyroid drugs, -adrenergic blockers The following side effects were each reported in 4 to 9% of patiests:
and/or temporary corticostervid thesapy may be necessary. The action of antithyroid drugs Dermatologic: Solar dermatitis/photosensitivity.

may be especially delayed in amiodarone-induced thyrotoxicosis because of substantial quan-  Neurologic: Malaise and tatigue, tremor/abnormat involuntary movements, lack of coorgina-
tties of preformed thyroid hormones stored in the gland. Radicactive iodine therapy is o tion, abnormal gait/ataxa, diziess, paresthesias.

traindicated because of the low radioiogine uptake associated with amiodarone-induced Gastrointestinal: Constipation, anorexia.
hyperthyroidism. Experience with thyroid surgery in this setting is extremely limited, and this  Opnthalmologic: Visual disturbances.
form of therapy runs the theoretical risk of inducing thyoid storm. Amiodarone-induced Hepatic: Abnormal liver-function tests.
idism may be followed by a transient period of hypothyroidism. Respiratory: Puimonary inflammation or fibrasis.
SURGERY The followiag side effects were each reported in 1 to 3% of patients:
WmPWm:RmmnmmMMopymdmmnmﬁonof rdicp Thyroid: Hy Wdism, hyperthyroidi

MMWMWWWMMWmmmWMW- Neurologic: Decreased libido. insomnia, headache, sieep disturbances. o

ed. The relationship of this event to Pacerone™ therapy is unknown. Gardiovascular: Congestive heart failure, cardiac arrhythmias, SA node dysfunction.
Aduﬂﬁsmmwbmwm(mos):mmm,mmmotm Gastrointestinal: Abdominat pain.
mwmnmmmmmmmmwmmmauuw- Hepatic: Nonspecific hepatic disorders. - ! )
diac or noncardiac surgery. MMMWHDWW mmmmmmmmummm
mﬂﬂwm,mmmmmwm Unti further studies have been per- The following side effects ware each raported ia less tian 1% of patients:
vom,nswmmflpzmmmmmmmmm Blue ski mﬁmn,mn,mmmm.mwmm.mwm
(e.9., Sa0,, Pa0s) be closely monitored in patients on amiodarone. conduction abnormalities.

LABORATORY TESTS Rare oocurrences of hepalits, cholestatic hepatts, cirhosis, optic neurts, epididymifis,
mhmmmns@nmm}nmhmtmmm Vasculs, pseudotumor cerebri, and thombocytopenia have been reported in patents
Mamamgunmhmmnmm " In surveys of amast 5,000 patients treated i open U.S. studies and in pudkished reports of

of Pacerone™ o . P ' ) frequently requiring discontina-

treatment with amiodarone the adverse reactions most
mmmnmummmmmmmnmnmm mummm&mdﬁuz&s,, Y i yCardi
mT,MaMhmT,mmmmmmm congestive heart faidure, and elevation of lver Other ing de -
feman - uabons iess often inchuded visuai disturbances, solar dermatits, biue skin discoloration
DRUG INTERACTIONS hy drsm. and hy sm.

Anhoughonlyasnnﬂmnmotmuo-dnnmmmmmmw Overdesage
tonnal'y.mos_tpwesemshmswhmmmm The potentiaf for other interacsoas Mmm:tnrwonwmsdeomHCIwmmmatosgum
Shoutd be anicipated, partcutary fo drugs with potentialy serous tmic, such as other were taken. There were o deaths of permanent sequelae. Animal Studies indicate that
antiarrhythmics. nmm_mw.mmmnewmm Mwmm;mm[m,()s,wonwy

priate, plasma : ) In addition 1o general supportive measures, the patient’s cardiac rhythm and blood pressure
Inviwmmwmm‘mmmmmmm,mtmmmm should be o and if bradycardia ensues, 2 B-ad Oi agomf';(o[a \ may
not ony with concomitant medication but aiso with dnigs administered aftes SCORUINION  pe yspd Hypotension with inadequate tissue perfusion shoukd be treated with positive
of Paoemne."‘. inotropic and/or vasopressor agents. Neither ami nor its metabolite is diatyzab
g:é:;’s“n’tgr:tm of amiodarone and cydosporine has been reported o produce persistertly de- Coace o Ramincsheation L

mint use . " n 4 persistently el BECAUSE OF THE UNIQUE PHARMACOKINETIC PROPERTIES, DIFFICULT DOSING SCHED-
v plasin concentrations of cycosporne resuling i elevaed creatiwne, despie reucton n ULE, AND SEVERITY OF THE SIDE EFFECTS I PATIENTS ARE IMPROPERLY MONITORED,
dose of cyclosporine. PACERONE™ SHOULD BE ADMINISTERED ONLY BY PHYSICIANS WHO ARE EXPERIENCED
Digitalis IN THE TREATMENT OF LIFE-THREATENING ARRHYTHMIAS WHO ARE THOROUGHLY
Administration of amnodamne 10 patients recetving digoxin therapy reguiarty results in an FAMILIAR WITH THE RISKS AND BENEFITS OF AMIODARONE THERAPY. AND WHO HAVE
Increase in the serum digoxin concentration that may reach tOXiC levets with resultant clinical ACCESS TO LABORATORY FACILITIES CAPABLE OF ADEQUATELY MONITORING THE
::xit;i’ly. O mmmn of P':;emu;;& ns:d fer digitalis Ib:rwy should be reviewed and EFFECTIVENESS AND SIDE EFFECTS OF TREATMENT.

¢ duse reduced by appraximately 50% or iscontinued. If digials treatment is Continued, 1, order to insure that an antiarrhythmic effect wil be observed without waiting several

serum evels should be closely monitored and patients observed for clinical evidence of toxi. months, loaging doses are reqﬁreyg.I A uniform, optimal dosage schedule for administration

. These precautions probably shoukd apply to digitoxin adminisiration 25 well of Pacerone™ has not been determined. Individual patient titration is suggested according
Anticoaguiants ) . _ to the following guidetines.
m“m-mmmsmmmmmm For fe-th ; ? i ‘mnm,mﬁono’[w[mm".

ingmmmmmmmmuwm.mmnhm MMWWMMMMMNMBMWG"W
mﬁ;nmnmhw,ummmum mmm,mnymrﬂmuwmmmmmmqﬂmmm

An!iarmymmic Agents course of effect, loading should be performed in 3 hospital setting. Loading doses of 800 to
Other 7 drugs, such as quinidi inamide, di ide. and phx L 1 RN mn/aas ara mnsired far 1 40 wanbe fnnna. SISt Drittidhd i




M&dwmwmemﬂmwwmmw B
mmmummﬁwmmmmn

dose of cyclosposine.

Digitalis

mumnmmdw resulls in an
incraase in the serum digoxin mmmmmwaﬂ

Potentiation of wartarin-type Jant response i akost always seen in patients feceiv-
MMmenmmmumm The dose of the anticoagulant
mumwmum.mmﬂmnmuuumw

mmmmmms@m.mmm.mmmmm'
have been used concurrenty with amiodarone.
mmwmmdmwmmmmm.m
wmumwwmmmm lnm'wmedumﬂmmc
mmummmmmmmmm.
mm,mdwﬂmmmmmtmwmbemm
mmmm g ventricutar arhythme mAareimmpletelmswmma

25 Pacerone™ is continued. In Pacerone™ treated patients who require additional antar-
mmmmw,mwmmmmmmwmmn
of the usual recommended dose.
Pmmﬂmmmwmmnmmmmmm
amwmmmmmhmammm i
mw.m"mmmmwmwaawmmm
severe bradycardia or sinus arest.
sUMMARYOFDRlI;mE?ACTIONSWITHPMIROOE"

_ wteraton __ Recommended
Concomitant Onset . Dose Reduction of
Drug (days) gt Concomtant Drug
Wartarin 304 Increases X 11312
time by 100%
Digoxin 1 increases serum 11\
concentration by 70%
Quinidine 2 Increases serum 11312
concentration by 3% (or discontinue)
Procainamide k3 Increases plasma [ 7x]
concentration by 55%; {or discontinue)
NAPA* concenitration by 33%
*NAPA = n-acetyl procainamide.
ELECTROLYTE DISTURBANCES
Simamﬂmﬁmiedmasmwbemtw&mormbeannmnowmmmmm
kalemia, any ium of magnesi iciency should be d before instituting

Pacerone™ tnerap;.
CARCINOGENES!S, MUTAGENESIS, IMPAIRMENT OF FERTILITY

Amiodarone HCI mmmmymmmtmumsaamwotsowm(s
times highest human maintenance dose).

Amiodarone caused a statistically significant, dose-retated increase in the incidence of thyroid
tumors (follicular adenoma and/or carcinoma) in rats. The incidence of thyroid tumors was
greater than control even at the lowest dose level of amiodarone HCI tested, i.e., 5 mg/kg/day
or aopm;a_ma!ely equal to 172 the highest recommended human maintenance dose.
Mutagenicity studies (Ames, ma mmms)wmmommmgatwe

PREGNANCY: PREGNANCY CATEGORY D
See “Warings”.

BECAUSE 0F Tre Uhuuut PRARNinuUniv = S
UULE, AND SEVERITY OF THE SIDE EFFECTS IF PATIENTS ARE IMPROPERLY MONITORED.
PACERONE™ SHOULD BE ADMINISTERED ONLY BY WHO ARE EXPERIENCED
IN THE TREATMENT OF IFE-THREATENING ARRHYTHMIAS WHO ARE THOROUGHLY
FAMILIAR WITH THE RISKS AND BENEFITS OF AMIODARONE .

ACCESS TO LABORATORY FACILITIES CAPABLE OF ADEQUATELY MONITORING THE
EFFECTIVENESS AND SIDE .

months, Inading doses are required. Am.mwwwmm
dmm‘lnsnummi\ed. Wmmswmﬂu
10 the following guidelines.
For iife-threatening ventrcular a i ,sxmasvamwaﬁbrﬂtaﬁorlorm-
cally unstabie vertricular tachycardia: Close monitoring of the patients is indicated during
the loading phase, particutary until risk of recurrent ventricutar tachycardia of fibriliation has
abated. Because of the serious nature of the arrhythmia and the fack of predictable time
course of ettect, loading should be performed in a hospital setting. Loading doses of 800 to
1,600 mg/day are required for 1t0 3 weeks {occasionally tonger) until initial therapeutic
response occurs. (Administration of Pagerone™ in divided doses with meals is
for total daity doses of 1,000 mg or higher, or when gastrointestinal intoterance octurs.)
side effects become excessive, the dose should be reduced. Elimination of recurrence of
vevmi:ﬂﬁmmmammhyurdiausuallyocwrswmin 1 to 3 weeks, along with reduc-
tion in complex and total ventricular ectopic beats.
Upon starting Pacerone™ therapy, an attempt should be made 10 gradually discontinue prior
i mic drugs (see “Precautioss, DRUG \NTERACTIONS®). When adequate arrhyth-
mia controt is achieved, of if side effects become prominent, Pacerone™ dose should be
reduced to 600 to 800 mg/day for one ‘month and then to the maintenance dose. usually 400
mg/day (see “Clinical Pharmacelogy. MONITORING EFFECTIVENESS®). Some patients may
require karger maintenance doses, up to 600 mg/day, and some can be controlied on lower
doses. Pwuw"nwheadm&rmeredasasinoledailydose,orinpmmmhsevefe
antestinal intolerance, as a b.i.d. dose. Ineachpmmwmmmmdose
shouid be determined ding to antiarrhythmic etfect as d by symp Holtes
recondings, and/or programmed electrical stimukation and by patient tolerance. Plasma con-
MMNWmMMWmmWWWﬂmﬂw
(see “Clinical Paarmacelegy’).
mmmmwunmmmmmemmmmmmm
ualm.umnmuumwmemmmmmmm
pationt’s arrhythmia and respoass 1o therapy.
When dosage adjustments are neoassafv,mepaﬁenlshouldbedoselymonﬂofedloran
extended period of ime because of the long and variable halt-ite of amiodarone and the
difficutty in predicting the time required to attain a new steady-state level of drug. Dosage
suggestions are summarized below.

Loading Dose Adjustment and Maimtenance Dose
(Bally) {Daily)
Ventricutar 110 3 weeks ~1 month usual
thmi maintenance
800 to 1,600 mg 600 1o 800 mg 400 mg

How Supplied
Pacerone™ (Ami HCI) Tablets, 200 myg, are avaikible in botties of 60 tablets (NDC
0245-0147-60), batties of 500 tablets (NOC 0245-0147-15). and in unit dose cartoas of 100
tabiets (10 cards containing 10 tablets each) (NDC 0245-0147-01).

Pacerone™ Tablets are pink, round, fiat-faced, scored, uncoated tablets, debossed with “Pag”
on the unscored side, and “U-S” above and “0147" below the score on the reverse side.

Storage
mummm.wmmz'cam.mmnwmmm.
owhammmmm:&ummmm.
Caution: Federal law prohibits disp ing without p ipti

Manutactured by

UPSHER-SMITH LABORATORIES, INC.

Minneapotis, MN 55447

Certain manutacturing operations have been performed by other fims.

Rev. 1207 40-14700

Py S







10.

12.

9

CHEMISTRY REVIEW NO. 2 .

ANDA 75-135

NAME AND ADDRESS OF APPLICANT
Upsher-Smith Laboratories, Inc.
14905 23rd Avenue North
Minneapolis, MN 55447-4709

LEGAL BASIS FOR SUBMISSION

The applicant certifies that the patent for the reference
listed drug has expired, and is not entitled to a period of
marketing exclusivity.

Innovator: Wyeth-Ayerst Laboratories, Inc. - Cordarone®
SUPPLEMENT (S) 6. PROPRIETARY NAME

N/A Pacerone™
NONPROPRIETARY NAME 8. SUPPLEMENT (s) PRQOVIDE(s) FOR:
Amiodarone Hydrochloride N/A

AMENDMENTS AND OTHER DATES:
Firm: 5/19/97 - Original.
12/31/97 - Response to 1lst def. facsimile (chem. &
labeling). Subiject of this review.

FDA: 6/16/97 - Acknowledgment.
12/4/97- 1lst def. facsimile (chem. & labeling).
12/23/97 - Bio. review, acceptable.

PHARMACQOLOGICAL CATEGORY 11. Rx or OT
Anti-arrhythmic R

RELATED IND/NDA/DMF(S)




ANDA 75-135 2 .

13.

15.

e
DOSAGE FORM ~14. POTENCIES
Tablet ) » | 200 mg
HEMICAL NAME AND STRUCTURE
~Amiodarone Hydrochloride
C,H,oI,NO,.HC1l; M.W. = 681.77
Eja CH,
)J
(o]
L4 HCI
CH3
2-Butyl-3- benzofuranyl 4-

[2- (dimethylamino)ethoxy] -3, 5-di-iodophenyl ketone hydrochloride.

l6.

17.

18.

19.

CAS [1977-82-4]

RECORDS AND REPORTS

N/A
COMMENTS
a. Active ingredient and finished product method
validation sent to Detroit District Lab on 1/8/98.
b. Labeling pending review.

CONCLUSIONS AND RECOMMENDATIONS
Approval

REVIEWER: - DAT MPLETED :
Norman Gregory 1/7/98

N




